In conditioned taste aversion (CTA), animals learn to avoid a flavored solution (conditioned stimulus, CS) previously paired with internal malaise (unconditioned stimulus, US). Metabotropic glutamate receptor 5 (mGlu5) has been implicated in learning and memory processes and is necessary for CTA. In the present study, local microinjections of a mGlu5-selective antagonist, 3-[2-methyl-1,3-thiazol-4yl)ethynyl]pyridine (MTEP, 0, 1 or 5 lg) into the insular cortex and basolateral amygdala were used in male, SpragueDawley rats to examine the role of mGlu5 receptors in the encoding of taste memory. MTEP was infused 20 min before saccharin intake during CTA conditioning. MTEP injection into the basolateral amygdala resulted in robust CTA, similar to the vehicle-treated animals but slowed extinction; that is, MTEP enhanced CTA. MTEP injection into the insular cortex resulted in an increased saccharin intake on the conditioning trial, which potentially influenced the performance on the test trials; MTEP had no effect on CTA learning when controlled access to saccharin was used on the conditioning trial. These results indicate that mGlu5 receptors are involved in taste memories in a region-specific manner.
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Glutamate, the major excitatory neurotransmitter in the adult central nervous system, acts through ionotropic (NMDA, AMPA, kainate) and metabotropic glutamate receptors (mGlus: group I, mGlu1 and mGlu5; group II, mGlu2 and mGlu3; group III, mGlu4, mGlu6, mGlu7 and mGlu8). MGlu receptors belong to a family of G-protein coupled receptors linked to multiple intracellular signaling cascades. Group I mGlu receptors have been shown to be particularly important for synaptic plasticity, and learning and memory (reviewed by Riedel, Platt, & Micheau, 2003) . The evaluation of the effects of mGlu5-selective antagonists in various behavioral paradigms has concluded that mGlu5 receptors play a critical role in aversive learning tasks and in hippocampal-dependent spatial learning (Riedel et al., 2003; Simonyi, Schachtman, & Christoffersen, 2005) .
Previous research has also found that mGlu5 receptors are involved in conditioned taste aversion (CTA) learning. CTA is a form of aversive classical conditioning in which a flavored substance (the conditioned stimulus, CS) is paired with a drug or experience that produces internal malaise (the unconditioned stimulus, US). This pairing results in the conditioned response (CR)-that is, the subject's avoidance of consuming the substance on a test trial. The acquisition of CTA is subserved by specific brain regions, including the insular cortex and the amygdala although their precise role in CTA is still unclear (Lamprecht & Dudai, 2000; Yamamoto, Shimura, Sako, Yasoshima, & Sakai, 1994) . The insular cortex and the basolateral amygdala are functionally and reciprocally interconnected and there are direct projections between these structures. Our studies using systemic administration of mGlu antagonists before conditioning have demonstrated that activation of mGlu5, but not mGlu1, receptors is required for CTA learning (Schachtman et al., 2003) . Yasoshima, Morimoto, and Yamamoto (2000) and Berman, Hazvi, Neduva, and Dudai (2000) showed an attenuation of CTA by microinjection of a broad-spectrum mGlu antagonist into the basolateral amygdala and the insular cortex, respectively. However, the identity of the receptor subtype(s) mediating these effects is not known. In the present study, local microinjections of a mGlu5-selective antagonist, 3-[2-methyl-1,3-thiazol-4yl)ethynyl]pyridine (MTEP) (Kew & Kemp, 2005) into the basolateral amygdala (Experiment 1) and the insular cortex (Experiments 2 and 3) were used to examine the role of mGlu5 receptors in the encoding of taste memory.
Male, Sprague-Dawley rats (Harlan, Indianapolis, IN) weighing 190-220 g were housed individually with a 16 h light/8 h dark cycle (time on at 6:00 AM). Food and water were available ad libitum until the beginning of the behavioral procedures. In all experiments, animals were randomly assigned to groups except for counterbalancing of water consumption. All experiments were conducted blind to the treatment condition of the rats. Experiments were carried out in accordance with National Institutes of
